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w m * 

7— fe?(Histone Acetyltransferase); HAT) <!: t * h ^J&TirfvWbS^ ( t * h ^xTi? 
f - 7 — t? (Histone Deacetylase); HDAC) £ 7 <t o T $ J#P £ H"C V * 5 r. <t #S*P 

btlX&V. ^<oi»© HATtt/l: HDAC timfc&M<D fcfetf 5 

ggtt#Sl#&;iXTt^5 (Ogryzko,V.V. et al Cell 87, 953-959, 1996, Brown,C.E. et al 
Trends Biochem.Sci. 25(1), 15-19, 2000, Grozinger,C.M. et al Proc.NatlAcad.Sci.USA 96, 
4868-4873, 1999) „ 

-SSifett, HM&rtfcifcr-fe^/Wkk^h^SraFa**, HDAC Pl*f^ffl^^5 £ £ 
raiiflJ; ^bHTV^c (Counsens,L.S.et al J.Biol.Chem. 254, 1716-1723, 1979) D 
'®L±miXmm%)<D Trichostatin A(TSA)MM«(7)^lh. SMfcBISIS:* t (Yoshida,M. et 
al Cancer Res 47, 3688-3691, 1987, Yoshida,M. et al Exp.Cell Res 177, 122-131, 1988) , T 
#h-i/x$:m^-fZ>Z.ttf&tii£tltCo TSA temBfofcMT-Zl-MtKX h^ZW 

m&its nttmm^tz. hdac zm^izmtfrb tsa hdac ia«w-e*>*- 

£ Wfi bfrt &o tc (Yoshida,M. et al J.Biol.Chem. 265, 17174-17179, 1990) o 

hdac mwmit, mmmmw±. mftt*&m&<DjewzE#<& wmm. rtfb- 

X (Marks,PA. et al J.Natl.Cancer Inst., 92, 1210-1216, 2000, Kim,M.S. et al Nature Med. 

7 437-443, 2001 ) „ * tc % <D {til \Z , M^if^PkM, §B^g^I, &Jf#§ 
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(Darkin-Rattray,S.J. et al Proc.Natl.Acad.Sci.USA 93, 13143-13147, 1996) ft }£<nifflfoW& 

(Steffan,J.S. et al Nature 413, 739-743, 2001), ^Aitfc^£>3g3l7ui (Chen,W.Y. et al 
Proc.Natl.Acad.Sci.USA 94, 5798-5803, 1997) ft ftj&ffl fcf*^ btlXiS <0 , ffl ft 

ififl^iot, HDAC PI Wffl £ *r £ tt£fttt£<lfe A *©f 7 s Kfc£4k 
0U;t.tf, FK228 (*fl#f|PXiftl<W«), S^T^-C^^tl^-fb^ A, BtWCC# 

fpxtti Rtj { 2#Ba) rtie>(o^«jfiA»ft hdac mmimz^u 




itis®A itsm ib£tyc 

L**Lft*e>, <%ftfc\ fi&ttanffi, ^Stt, frrtftflg^ttft^oH^gfcssn^n 

[^#^XS)tl J Nakajima, H.P>, rExperimental Cell Research.j , 1998^, % 241 
m 126-133 H 

l^fr^dft 1 ] m^&ffl WO00/42062 Isyh 

imtxm 2 ] b #s#!*mig^M#if{§ 2001-348340 
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SP*>, #3§BJ!te, HDAC fflWJXtmKaSStLT^rffl/j;, T5fc (I) t'*^ll5f 

^t<«,T^(I)T'^$tL5¥ffit»3t^^^t^O^«[a] 25 D -349.3° (c0.05, 

T*(I I)-e^^n6TOiat^*U^O^-g[a] 25 D -65.3° (cO.20, * / - 
*mm) t5C t^r^^/f KM«^ ^tzitttib<DM 

OH I OH 




(I) 



(II) 
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**Wf±, Jb* (I) 5g=L<te (II) TOSixS^^^Kft^Sfc 

?£«#refco-c, #3bfi©±s; (i)ft<ii(i i) T^ftS^/v^:/^ Klb 

jk (Pseudomonas) izmTz>%&<t&Q93imm&%mtgM\zxmmu %mt-§m*m 
m^zzt&xzzo myitis ^mmt^mmMmxm 

M£titc±m£<9 fife's K J E-^^JRlc*r<5lBl6'Va'- ^*t° 
- (Pseudomonas sp.) Q7l576*fc£i£ff 5 r £ 5 0 $itt©|^6«)ft ft 

W000/42062-§-^(CfEic^ii , 9T'fc-5 o &ib\ fcSMfcfiS/a- K*-*"* t°- 
(Pseudomonas sp.) Q71576.!: LT&&f?#feA£a^ffi*&£W^#ff ^ 
-^Sf6#*FERM BP-6944^- (*Ff6 0 1999^1^ 8 0 ) t LTBI8*ft£ftTV*5. * 

V^-K^-t^ iXfc°- (Pseudomonas sp.)Q71S7mn, 3z$&frbftM£tltzm£.%> 

J&fcfc/HVbftSJgiftt LTtt. M tT— Q7l576#MHJ/H-f -55£ 
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h UXfiD — & ^3 — ^ N D-^y/—^. b—^. 4 S *s] — D— v 

e % n-a^**. mcT^-vj*. mt^-^a, wmry^=-vj*. mwt^t<o 

«ii'MIl^CT^^5, $ fete, &mz&CX is^y-sis 
°C<7>taia, ^L<li2 0~2 8 'CtiifiTlTfrftSo P Hte$) 4 . 5 ~ 9 , 

&&w\zi&cxm&Rfe£tiz&* o as*, #*t< «2~7 Bggrr?*> 

-2, ^-t^^-^ (S&iSgS, MTmZ) HP- 2 0, 

t*s-cts»^3fts*>s. s^5vk ^pp^A^w^a^"ettmi--5^t-fi, 
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74- (hplc), w&&m(Dfemz£yzb\mmcftMffimt?>zktfx*%z 0 

*n pi©fy^ wt&mx a % (Dun^m \c & ti % m. <o i mx it 2 mu 
mm, tm. »*, w#*j^fcw«$ii, &n nftjcs^sjis, 

^®«Sfc'9^l^P>l00O0ing/in J JJ^L<ttlO~5000ing/in^jg^x*fe?), itiSrllal 

m^tz^om^A^bm^g/m^m^x, 1 a 1 mibmrnm^nx^.^^ &*mt 
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»->3|, f7f^ k Kb#^b kVw-fe/UP— k KP^i/^PWW 

/i/ p - * 7 9 v ii if ©« £ it it s m& h % v * am^mt^ © yj^^vrnm 

LXh 

m<Diibtmmk mmm, mmm^m\^x^x^^\ 
jw&^-rs. *tt©*i#w, sawa©***!* trtt, «*.tfait?w^sse*xt^ 

a*fi*^*il5. #7K^t£©^f&#J, SliB3iJ©#*l?»J£ LTIi, mtfM?^ 
^!)3-/K #y i/y^t) ^y -^ffi©J: 5 fc*S*5ift, xf^T/Un-^ 

©J; JftT/ua-zHBI, ^°y y/w<- h 8 0 (^p D pife)^^fe?) 0 d©.fc 5fcl&riMfeW\ 
£p>fcS«Hfc3.k fcJfcao* Si!#J, IUfc#k 3c^fc3W, MM^J:?^ 

fc^>JW& /jf^#i/xfi/yy;vt^y|WK^f/^ #y ^vo^u 
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h(HPMCP), ^^T^y^gg^^/P-y^T^y^lft^S^ (t^h*7^>>ms, 

Tj&^tf f>tL5 0 XKi&sfc j: 19 , w^teo&K-r strife, f-^r > dt**^ h v >m 

/H57-159(1983)&t>' &/^77No.K £fe^ttfUJBtB.K *#ffiHje> % y7ht 
78-82,(1988)#BBJ 0 



H 1 fit, it.£V0Q<D 'H-NMR h/l/&jjrf 0 
04 fit. ik&!%>R<D l3 C-NMR;*^ hyu^^-r o 



mmmi 

^/l^^lOg, *Kxh;^-^20g, #y^;/hV5g % ^e^df^ 5 g, 
■Mg, ^©TKlL^^tf^lfi ( P H7.0)100mL£, 500mL^<7)H^7 7 X r. U 120 

Q71576*£}g#I&oTMU 28°C, 200IHfe/^(D^#^3 B N&&$£ U «H 

m®2g, L-^7M>&g£&-7kft#K).5g, TKitTklL^tf^itii (pH5.0) £l00mL 
^o500mL^H^77^3{c^at, 120°CT-20#Pp18£jlj Lfc rotate ifufETO 
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ii^2mLfoii U 24°C, 220HHg/#tf>&#-C3 0 M8&J&II 

. STR-PREP-ODS-M (2OX250mm) RXfT± h~ h V /WtK (30/70) £fflWcHPLC (ft 
3§9ml/min) «>)Il#U ^B^28^t5^36^0®5> 1 £#fc c Wti 1 Sri^EET 
T?jt»KIHU S—MZ®Ml'1t&, £ btCCOSMOSIL (20 X 250mm) RtfTir h 
= h h !i 7dd» (40/60) Sr/Bl^fcHPLC ($Stil9ml/min) 8rfrl\ ft 

^IW15.2^0 fcf-* <E>®# 2 £ft#«16.5#cO K c/>®# 3 fcftfc. ®# 2 «r« 
«g?£@1-5'r ^cfMfc^Q 5.6mg£, B^3^1^|f5ri(a^b^R 
11.8mg£#fc<, 

H»J2 

i*4g> M^lh^ts^m (pH7.0) lOOmL^.SOOmL^OH^^y^^tC^L, 120^ 

Q715768c£St#oT&«U 28°C > 200|Hlte/^<D^#-C 3 0 U 
S*g»<>: Lfc, ftliilBi^^iftSOOmL^L^OHft^y^afc^fiEb, 120^ 
T?20£ffl#f&Lfc. r;ft^-Jg«ig*^£2%©fiJ^T^ffiU 28°C, 200\B$Z/fr(D 
0kWX3 BMSm#U 3!-I£«»$<t bfc„ ^tC*it*t±, 300Lg^ + - 77~ 

2g, L-v-X^VO.5 g , L(-)-7°o y V0.5 g „ tK jStK 1 L£"a tf in i& (pH5.0) 200L£tt&^ 

i2o^cT'2o^ra^tfe 0 rtt»c»ziaa«F#«sri%o«'g-esaiu, 20^, 40111^/ 
«5^2ooL©iista©*#-c7 0 m*m Lfc„ 

Z(DX 5{-LTt§*Lfci#»200L pH 3.0 luftL, ^ir-7°^^]®« 

^0#£±Jfi££l-#$tUh o C<O±»f»ESr20LO^^>r3i-VHP-20 (H^b^XH 
tfc®) Sr^S*Ufc^S 18cm, 150cm CO* 7 A^il^^T, BfiWt-S^&R* 
£-£fc 0 ^V"»"C SOL OTkjlTkTrTktfeLfc^ 30%^*/-/M<40L, Qt^X 30%7± 
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(D^^f-/W^D^T, pH 3.0 T'&M^^tbftZ 3 InltT ofc c ^^fvi-ttffi^tciS 

r O £ 5 £ LTt#fcMS^ 21.5g £ YMC PACK Pro C18 20X250mm (YMQRXfT 
irh^hy/WTK (40/60) £fflv^c HPLC (M 8ml/min) fOftOigLttU #^fB#^ 
18.0 ftfrb 19.8 ^ct)®5> i £#fc 0 H# 1 &5£TitM, &3£8$IU 

$ YMC PACK Pro C18 20X250mm (YMC)SW ^ / -/Wzk (60/40) &7BV>fc 
HPLC (flEg lOml/min) «>)ILMU ®# 2 (ftgWfl 17.6 ft) RZPWft 3 (Qffi 

Q 80mg &#fc„ ©#3fi*igfcifc3£-e*i6^ B^ft* Ufc - 
^T*^ 0 B B -r 5 r £ td ct 5 R 287mg £r#fc„ 

NMR ^-t- h SrflgBia 1 ~ 4 (C^1- 0 
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— 3° /r0 05 MeOHl 


— 65 3° (c0 20 MeOH) 




C 2 oH 31 N 3 0 6 S3 


C 22 H 35 N 3 0 6 S 2 




506.1442 (M+H) + 
506.1453 


502.2059 (M+H) + 
502.2046 


^max MeOH nm(£) 


265 (1600) 


End absorption 


v max (KBr) cm' 1 


3320, 2960, 2930, 1740, 

1660, 1550, 1510, 1430, 
1320, 1260, 1160, 1040 


3380, 3330, 2960, 2930, 2880, 

1740, 1670, 1540, 1520, 1430, 
1360, 1300, 1270, 1160 



±M<Dmmk^#)mtfr bits® qrur (Ditmn^^rm^ < tfc 0 





ik&b q ik&® r 

£tc, ik&%)R&M5i.1-Z>^ tlZ.XVTX. ( I I a) X^^fi^-f^zf^ HMfc^ 
M) 0 
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(I la) 



#*9Hb£tttt:, ms&skmvzTFtz?^ hdac pis^/b^u tatt h&mm 
mtimtmst lt«, m*.^ «je, gaaageau s*swe>*i5. 

fcffcfll 1 : HDAC 
(1) HDAC 

t h^jfil^S^ K562 $BJ®J; <0%.MLtc&%-gmb(Djjm (Yoshida.M. et al 
J. Biol. Chen 265, 17174-17179, 1990) KftoTtttUU ^©ttttJffi* Q Sepharose FF 
(7 7^->7|i; 17-0510-01) 0-0. 5M <D NaCl ©»g4o|B^J: «J HDAC 

<DUftffiM*ft^tl 0 HDA^'#rf&[l5mM V ( P H7. 5) , 5%? V i? D - 

0.2mM EDTA] "T?8tff&fTofc. 
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(2) HDAC Pt*?££MiJ£ 

Nare, B. et al Anal. Biochem. 267, 390-396, 1999 W£oT-£j$£*lfc, V*"? 
y it [ 3 H ] 7 i? f- JV t * V V H4 ^ -f K ( aa 14-21 : 
Biotin-Gly-Ala-[ 3 H-acetyl]Lys-Arg-His-Arg-[ 3 H-acetyl]Lys-Val-amide (Amersham 
Pharmacia Biotech tt), J^T [ 3 H] Tir^vut * V y <tfl&fE-f 5 a ) % HDAC PRiST y 

[ 3 H] Tir^/Wt^ 60mM v 5 ^;*"* W r--/WDTT)£"gt? HDA MWMX 37 

MM(C«Lrtl^25 M l <!r. (1) TitM '^Lfc HDAC ®# 25 M l L^?fi 

>v 800^1 • ji'il^tTV\ gt^^^S 400 /zl Sr'>^fi^-?w^7/v 

fc&BU 5ml ©-yyfw^-^iiLtllLfc [ 3 H] g^O^SttSr'f&tev'^ 

M2/,lttU ±IE<DT5/-t^^tT5^<t-C\ HDAC ^^j-r5P£^tt^ 

i^WROW^m Q R fi&#& HDAC P1SS&&7F U Z'tl^n 10nM tf>^(vl:fc^ 
T 50%^±© HDAC HftPl*fct££^ Lfc 0 
W«*M2 : t h*»lja^*ff<5ittllia*l5l[»ftU«» 

96 ftx* h7V- htCt h*M&& WiDr mi&s ife3VMifc h &jfojf K562 
M£5X10 3 {@/well {dft^J; 9liL, 37*0. 0. 5% C0 2 V * a 9 - * b 
fc. 18B#Pb1^ #tfrC#*Lfc*jK (DMS0) to£tfm*<Dm%OltGMQXteR%m 

MLsrt, o.5%co 2 j>*^-<?-tpx£(b^72mmmmLtc 0 mmom 

ffi% Alamar Blue (BI0S0URCE th) &fflVvCSI£U 0. 1% DMS0 gs^JP • «9 *5 £T>* 

0. 1%DMS0 » • mtt L©*fr©M£fft«r-t*Veft 0%Pfi*. 100%PI«,b Ltft^«!# 
«otimpi«%^*:*, *5t*50«ia*-t-5»« (IC50«) £ logistic lEHifcJ: 9* 
ttJ Lfc 0 -tOjfe*, ffc£-«5 Q <75 WiDr &t>* K562 *Bi}S^*l~r5lfflM5iPl^(D IC50 felt 
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Ztl^tl 3. OnM RXf 1. 4nM % * tzfc&fa R <D WiDr £tf K562 ^J&KMt ^WMLfSM 
<D IC50Mtt^tl^tL0. 9nM&TJ?0. 6nM ffc 0 , &#&llllfii|ffit|&£fftll LX^tc 0 

35mm 7V y v^^* (CK562M& 1. 5X 10 6 i/f> y/ a |^5J: 5iiU«, 
(DMSO) fcil/a^O^ (0.3-30 nM) ©ffr&& QXfi R SrSfcto U 37°C, 0.5% 
CO^^*^ 24 l$m«F*Lfc. h^Se«©}|fi|lll4^T«ttTo 
fc e jS'L^BIIcJ: 0 (HllR LfcjRM&tfcR&K: TEN buffer (10 raM Tris HC1 ( P H 8. 0), 1 mM 
EDTA, 1% NP-40, 1 tablet / lOmL Complete mini (Roche tt))£j&HlU tK±X 10 
iS^fittCfc >9 ±J&£HHK U ^fi© 0. 4 M $t^£ «fc < jg^ t7K±T* 1 
"#M*1IUfc. j&>b&mz.£9±mn&&®til&. 5 fflort r-^<tM£-L-20°C-C* 
12 ^^giScSLfct, ^&£&4>#«fcJ:9II|J|XLT-fe hf-C-£8fc#Lfcit® 

hZftotc 0 -JfcgifM;: liKTtf^jk t * H3 fctft 
(UPSTATEbiotechnology tt) £ x -ftfitfrttt HRP SafefctPiJ-^ffitt (Amersham 
Pharmacia Biotech ft) SrfefB U ECL (Amersham Pharmacia Biotech tt) KlT^St*- 

^{jb tfco q xtt r ^n^^zr^x^mmtfm^-^zfMcim. Lxmmx 

&®QRXfRit K562 £M&ft(vl:}o^T h HDAC ^Pl^ L t ^ h >OT-fe^/Wb£/ut £i£ 

WT©EyiJ£0>$eM.m L<223>i£f2, TArtificial Sequencel ©S£0§&fE«H-3„ 
3 # g&tf 7 # S $ J IfcXaa 7)5 £ 1> KN 8 -^,] acetyl lysine tfcSAlftC^ b 
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it # <d «5 m 

l . S(i)fl<tt(n) ^^fiSf/^f KMMfettott**ie>0tt* 



2. ft*otSffiifE«os: (i) x*m£thZ¥-ffiffim&zGLt>^Mftm[afo - 
349.3 0 (c o.o5, * ?y-»mm) zm-tz^t *<®'®k'rz>7 s y^73- 

M[a] 25 D -65.3° (cO.20, * 9 J CI £ ^^-r^Vv^T* 




s 



(I) 



(II) 
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SEQUENCE LISTING 

<110> Yamanouchi Pharmaceutical Co. Ltd. 

<120> Novel Depsipeptide Compounds 

<130> Y0342-PCT 

<150> JP2002-255141 
<151> 2002-08-30 

<160> 1 

<210> 1 
<211> 8 
<212> PRT 

<213> Artificial Sequence 
<220> 

<223> Inventor: Nagai, Koji; Taniguchi, Masatoshi; Shindo, Nobuaki; 
Terada, Yoh; Mori, Masamichi; Amino, Nobuaki; Suzumura, Ken-ichi; 
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